Insulinoma are insulin-secreting tumors of pancreatic origin that generates hypoglycemia by excessive secretion of insulin. Insulinoma is a rare disease ant the most tumors are benign, solitary and occur at intrapancreatic sites. Case report. A 42-year old Caucasian women was hospitalized at the "Prof. N.C. Paulescu" National Institute of Diabetes, Nutrition and Metabolic Diseases Bucharest in April 2019 after an episode of hypoglycaemia remitted after intravenous glucose administration. Patient accused for about two weeks anxiety phenomena. At the time of admission in the hospital the patient was conscious in a good general condition. Paraclinical investigations revealed basal blood glucose 29 mg/dl, fasting insulin serum 87.7 µU/ml and pancreatic C-peptide-7.90 ng/ml. During hospitalization under strict glycaemic monitoring, the patient presented frequent asymptomatic hypoglycemic episodes that was remitted after intravenous glucose administration. Nuclear magnetic resonance highlighted a nodular lesion of the pancreas and in May 2019 the tumor resection was practiced. After surgery the blood glucose ranged between 86 mg/dl and 116 mg/dl. To mention that patient has a family history of diabetes and she's obese. Conclusion. This case suggests that lack symptoms of hypoglycaemia may be present in patients with insulinoma. Diagnostic of insulinoma requires high clinical suspicions, accurate biochemical investigations and imaging techniques for the localization of the tumor and may represent a challenge in certain situations. key words: anxiety phenomena, insulinoma, hypoglycemia.
Introduction
Insulinoma are insulin-secreting tumors of pancreatic origin that generates hypoglycemia by excessive secretion of insulin. Insulinoma is a rare condition with a incidence appreciated at 1-4 person per million per year (in the general population) [1] . Most insulinoma are benign, solitary and occur at intrapancreatic sites; extrapancreatic insulinoma are rare and are most commonly found in the duodenal wall [2] . Insulinoma may occur in familial form, respectively in multiple endocrine type 1 syndrome (MEN 1) in which tumors are usually multiple. Abboud B and Boujaoude J mention in an article published in 2008 that "insulinoma may occur throughout life, the mean age at presentation is 45 (range 8-82) years, and there is a female preponderance (female to male ratio 1.4:1) . In MEN 1 the mean age at presentation is younger, at 25 years or less" [2] . In most cases patients present symptoms of hypoglycemia which are typically evident in the morning and are often precipitated by exercise [2, 3] . Symptoms of hypoglycemia include neurogenic and neuroglycopenic symptoms. The first symptoms are generated by an autonomic discharge caused by hypoglycemia and are represented by hunger, sweating, paraesthesia (cholinergic symptoms), anxiety, tremor, palpitations (adrenergic symptoms). Neuroglycopenic symptoms are the results of brain glucose deprivation and are represented by fatigue, confusion, seizure, transient motor deficits, visual changes, severe cognitive failure, coma [2, 4, 5] . Diagnosis of insulinoma requires clinical observation and biochemical tests. After biochemical diagnosis, the next step is preoperative localization of tumor which can be performed by noninvasive or invasive method. Noninvasive imaging techniques include abdominal ultrasound, computer tomography (CT), nuclear magnetic resonance (MRI) and somatostatin receptor scintigraphy. Invasive method are represented by selective selective angiography, endoscopic ultrasonography and selective calcium stimulation [6, 7] . After localization of the tumor, surgery is indicated for all localized insulinoma. A systematic review by Okabayashi T and coworkers mention that "the choice of procedure will depend on the features of the tumor mass, such as type, size, and localization. Atypical resection, including enucleation, partial pancreatectomy, or middle pancreatectomy, has the advantage of preserving the pancreatic parenchyma as much as possible, thereby reducing the risk of late exocrine/endocrine insufficiency" [8] . There have been described other medical methods for the management of benign insulinomas such: somatostatin analogues, radiofrequency ablation, embolization of tumor, if surgery is not feasible [9] [10] [11] . Abdominal ultrasound revealed: liver with homogeneous structure, discreet hyperecogenhepatic steatosis, gallbladder with microcalculi infundibulari, slightly hyperecogenic pancreas without focused processes.
Case report
During hospitalization under strict glycaemic monitoring the patient presented frequent asymptomatic hypoglycemic episodes regardless of the amount of blood glucose (33 mg/dl, 56 mg/dl, 37 mg/dl, 33 mg/dl, 48 mg/dl) that was remitted after intravenous glucose administration. According to Whipple's triad the diagnosis of insulinoma was suggested by elevated insulin levels in the presence of hypoglycaemia remitted after glucose administration [12, 13] . It was recommended CT which did not highlight any replacement of intrapancreatic space of an insulinoma and subsequently MRI. MRI highlighted a nodular lesion of 15/14 mm at the anterior corporate versant of the pancreas. In May 2019 the enucleation of tumor was practiced. The diagnosis of an insulinoma was histopathologically confirmed later. After surgery the blood glucose ranged between 86 mg/dl and 116 mg/dl. To mention that patient has a family history of diabetes (mother) and it's obese (height: 160 cm, weight; 90 kg, body mass index: 35.1 kg/m 2 ).
Discussion
This case suggests that lack of hypoglycaemia symptoms may be present in patients with insulinoma.
Mejía D and coworkers reported a 50-year old Hispanic men with anxiety, agitation and decreased visual acuity. Paraclinical investigations confirmed an insulinoma was the cause of the symptoms. Authors mention that it "is of critical importance to rule out organic causes of altered mental status prior to consideration of psychiatric disorders, as unusual diseases may be overlooked by physicians and be detrimental to the patient's progress" [14] . Sharma P and collaborators have reported two cases of patients with insulinoma which were initially presented with neuro-psychiatric symptoms and were treated for anxiety, depression, seizures; the diagnosis of these patients was delayed for years [15] . Piccillo GA et al have described the clinical cases of two men respectively 41 and 73 years old affected with insulinoma but misdiagnosed for many years as psychiatric conditions [16] . Van Eyken P, Bex M and Vandenberghe W have described a 39-year old women suffered from paroxysmal nonkinesigenic dyskinsias which resolved after removal of an insulinoma. To mention that during an emergency admission for involuntary movements of arms and legs, the patient did not present any characteristic symptoms of hypoglycaemia although blood glucose levels were consistently below 35 mg/dl [17] .
Conclusion
Diagnostic of insulinoma requires high clinical suspicions, accurate biochemical investigations and imaging techniques for the localization of the tumor and may represent a challenge in certain situations.
